


9L%8e 9°¢¢ - *193eM UY papuadsng dM Zs°29 ({4 K saey
94982 3 ¥l - *I93eM UT papuadsng dM %6729 6¢ d SR |
626ST - T *T1o anuead uy popuadsng 1e9TuUYd3], - d siey
6726ST - €1 eTfo anuead uy popuadsng TeoTuUY23] - 1] saey
86T SH-0% - “aa3em UT PaInNTId os 1ed/a1 ¢ 8% d saey
q98-£L1~0. H23ed
o CE-LT-0L "waod
86%LT - 88 - ca93em UT poInTId o7 Te3/47 1 8 d siey
. —
498-£LT-0L Uo3Iey
T€~-LT-0L ‘uwaod
649LT 8°001 - *x93em UT paInTid o7 1¢8/qT 1 (43 R savy
V98-LT-0L Wo3®d
2E~LT-0L “waog
86YLT B Y - *x93em UF pRANTIA 0d Te8/q1 T 8 d siey
V98-LT-0L Uo3eq
2E-LT-0L ‘waog
LY AR L°96 - sas3em uf paaniyId 0% Te3/91 1 e K sivy
109418 suoAdoxd
LShl7 06< - 7408 pue Toueyia zZ(T asna 7¢ 91 d siey
' €E6%T sz S°Z1 *193®m Ul papuadsng dn %0S oy d saey
I9quInN (uoTaeTnUIO) AHQUchuwmv ‘poyza} uoraeorddy TeTa23BR sTewiuy xas§ s9Fo2dg
jz0dey /8w 0Sg1 83/8u Yaqq jo odLj, Jo ‘oN
A " £3ToFx0L TBIQ 23INOV ~ NOIHIND - BT ITEVLI AUVKHAS
gy el

TL6T ‘€T uUdIeW
T *oN 3juawaddng



3

ssInot] 47
103 sTewiue O3

TL6T ‘€T Ud7BKH
1 *oN 3uswaTddng

£=1

* swoadwAs — 3o syouq paddyrd .
9.%87 10 syjesp ON - - 000T ay3 o3 padel \\ dh %5°29 [4 - s3Fqque
*UITLX
68667 - - 0z¢ - UT paIniid TCITUNI9], - H siey
*UDTAX
625ST - - 0zt - ur poIniid TedFuR2] - d s3uy
{ 86T%Z - SLE-0SEN - - *poINTTPUA 9§ TeS/qT ¢ 9T i sauy
198-LT=0L ‘PP3Ivd
) TE=LT=0L *wacq
69%Le ) - ETGhE - - *PRANTTPUN 21 Ted/qr 1 (24 N savy
V98-LT=~0L ‘P3ed
o TE-LT~0L *uwiog
m/.N.RN.J - 1°918 - - ‘painirIpul od Ted/q1 T L T4 W sy
*gInoYy 47 103 .
LS%LT “POFP STTrwiuR oAl - - 0G0T jpuq 03 pade] asng %¢ 8 d sjey
\i‘ii‘l"li""‘l“il‘l?ll‘i&i@i —
2oquny SLOTIVAITSAQ (rwiog) 3% (1v) <3 PR poyl v TeTIVIVR sTrujuy FE FRERBINY
jaoday [ 3w 0Sqg JSu 0Sq1 ¢ esoq uoT3edTddy 3o o2dd], *ON
o L3700l Tewxaq 9300V - NOIHLND —eg FTAVI XUVIWAS
SRASH Gt



3 M%A&% AL TR, STV LSRR
g ;
k3 M.MM
£
1 g
4 3
i m .
¥ W
Z !
5 w 2
w ' ﬂrt.\..
% 1
i 5
5 &
7 o
w K
. g
3 8
A Bromrrmenmo s s
|5
2 i 060USVG WPITY

€I0TT ‘wtof.
01/01 c00‘2 09 o1 1ed/qr ¢ ot i 9O TR

£

SR

m 5 0600SG6 YPIeY
£ 5 o £TUTT ‘wiog
8 §o%eis 000°Z 09 o1 TU8/4T ¢ 9 K sIwy
5 M S800S06 ud3eyg
m . E€TUTY *w1of
%. REREEA SR 060" ¢ 09 Js 1¥3/q1 ¢ 1] I VOTH
¢ , .
m S800S06 wd3Iey
M ) . LTOTT ‘waog
; @ “reli Ly 0002 09 IS Ted/qT ¢ 9 H siuy
mm w $TLEC “A37iUiLT 40 SWOJAWAS Oy coo*oz 09 Isna Ze Y | iy
53 g
m M T *£37TRI30u L0 swolduwAs ON 000t 09 asnd %¢ Y d VO Tis
doaqunyy SUOTIBAIISQQ T/aeadoxd (so3anuTy) Teraole)y sjrwiuy xXog S0FO9ag
330Uy : UOFILIIUDIUOD QuTl Jo oday, jo *oy
. aaquer) 2ANS0AXY
ALCAnA (ponur3uo)) L3ITOTX0L UOTILTLIUI AINDV ~ NOININY — ¥ ATAVI XUVIGNS
' DY owd
. . TLET ‘€T WdaER . o=

*oxN JuswaTddng



WL

s B

S 1y

St JE

FF

AR

SRR

Dy

P SAR TS

10
5T

T

DR

2

LRER

~

0.

498-LT~0L W03

S
I

=2

-+ pa3Isal °ON /pTep “ON 9/T 009°? ZE-LT-0L waog
"pa3isal "oy *oN 9/1 000°2 “ 09 o1 1e8/91 1
*poasa3 "ON *oN 9/¢ 000°€ w 998-L1-0L ud23®eq
* p23s93 “ON “oN 9/T 00S°T aad E~LT-0L *wiog
»paasa3 °*ON *oN 9/0 000°2 = 09 o3 1e8/qT T
- V9g-LT-0L 423®d
°po1sdl °*ON *oN 9/¢€ 00s°t - Z€~L1-0L *waog
*pa1se3 "oN *oN 9/1 000°z = 09 od Te3/q1 1
-pa3sa3 *ON -oN 9/%  000‘€ -7 v98-LT-0L yo3vd
-pa3sa3 °ON <ox 9/1 00S°C — 2E-L1-0L “waod
*po3s931 °ON “ON 9/0 000°C 09 03 Te3/q1 1
«smozduks OFx03 ON 0v0°S 09 dM %$°29 R
°patp mamﬁa:« aaayy 000°S 09 am %4s°29 d
» swojdmis DFX03 ON 0002 09 dM 26°29
»swo3duks OTx03 ON 000°Z 09 dM %S° 29
-uorssa1dop 2seIDISIUTTOYD 0s skep 01/£Lepr/09 TeoTuyo9y,
‘norssaxdop 25eI91SOUTTOYS ON 0S sfep ¢/Lep/09 TeoTUYd?]
.1 :ssaadap 9SBIIISIUTTOYD ON ¥4 sfep 01/4Lep/09 TedTUYI3]
‘uoTssoxdap 3SBIIISIUTTOYD ON (wrd sfep ¢/nep/09 1E2TUYODL,
~uoyssaadop ISEIIISIUTTOYD ON ot sfep 01/4epP/09 TEoTUY29]
1adop 2SBIVISDUTTOYY ON ot sfep ¢ /Aep/09 TeOTWYOR]
N :..mco.muﬂﬁmmao 1/weadoIdTR (soanuIR) TeTa23BN
UOTILIJUIIUOY 1 ad{y
Jaquey) sansodxy

PR oA R R A L TR 7

SRR

£3ToFX0L UOTIETRYUI 9INDYV - NOIHIAD — ®BY FTAVI RAVIRKNS



R g

SRS

I R AR

97€ll

9TEeLT

- £{371E330u 10 swoiduls ON

*£37Te33I0u 30 swoiduks ON

syey

sy

Joquny

sxodayg

SUOT3eAIDSq0

T/wea30IdTH
UOTIBAJUIIUC)

so109dg

g

2
[l
M

>

s

)

e
Naeat

-

T1L61

. e

(ponufiuc)) AIFIFX0L UOTIBTEUU]I 23NV - NOIHIND - 'Yy A'TAVI RAVIRAS

‘€2 yoaey

avemeemrddan

.



.-&%'lﬁm&?~ e CRRER Nesris ' -

Rl 779)
' Supplement No. 1
/? March 23, 1971 ,
SUPPLEMENT TO
SYNOPSIS OF 000548
GUTHION

TOXICOLOGY DATA

A. Acute Oral Toxicity

9, A study was conducted on the acute oral toxicity of GUTHION 50% W.P. to
adult female rats. From the mortality the LD., was estimated to be %25
mg GUTHION 50% W.P./kg. This is equivalent td 12.5 mg GUTHION/kg
(Report No. 24933).

10. A GUTHION 2% Dust formulation was administered to female rats at 50

' and 500 mg formulation/kg. There were no deaths at 50 mg/kg while 500
mg formulation resulted in the death of seven out of eight animals dosed
(Report No. 27457).

11.° Two formulations of GUTHION 1 1lb/gal E.C. were diluted with water and
administered to adult male rats. One formulation was prepared with
emulsifier and one was prepzred without emulsifier. The LD5g was
96.7 and 100.8 mg formulation/kg, respectively (Report No. 27449).
The same formulations of GUTHION 1 1b/gal EC were diluted with water
and administered to adult female rats. The LD5g of *hese formulations
was approximately 50 ana 58 mg/kg, respactively (Report No. 27498).

12. The oral LDgqn of a 2 1b/gal S.C. formulation is 40-45 mg tormulation/kg
to adult female rats (Report No. 24198).

13. The oral LD5 of the technical grade compound administered in peanut
oil to male’ind female rats was 13 and 11 mg/kg, respectively (Report
No. 25529).

14.V/A formulation of GUTHION 22% Emulsifiable Concentrate was orally tested
on domestic animals. The following maximal nontoxic oral doses were
found (Report No. 25425). )

Newborn Calves 0.5 mg/kg
Yearling Cattle 2.5 mg/kg
Sheep 5.0 mg/kg
Goats 2.5 mg/kg

15. GUTEION technical was administered to 14 head ot mixed bred heifers at
a dose of 3.6 mg/kg for 6 days via gelatin capsule. This treatment resulted
in the death of five animals (Report No. 23065).

16. A formulation of GUTHION 62.5% W.P. suspended in water had an oral LD5
of 14.8 and 23.6 mg formulation/kg to female and male rats, respectiveey

(Report No. 28476).
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C. Acute Dermal Toxicity

6.

The dermal toxicity of a GUTHION 2% Dust formulation was studied by
taping 2000 mg formulation/kg to the clipped backs of adult female rats
for 24 hours. This treatment resulted in the death of two of the eight
animals dosed (Report No. 27457).

Two formulations of GUTHION 1 1b/gal E.C., one with emulsifier and one
without emulsifier, was applied to adult male rats. The LD_. was 816.1
and 845.3 mg formulations/kg, respectively (Report No. 2744;?. )

8. The dermal LD., of a GUTHION 2 1b/gal S.C. was found to be ~350-375 mg/

>

10.

kg to adult female rats (Report No. 24198).

When the technical grade compound was placed in xylene the dermal LD50
to male and female rats was 220 mg/kg (Report No. 25529).

A GUTHION 62.5% W.P. was taped to the clipped backs of rabbits for 24
hours. This treatment did not result in symptoms or death of the animals
so treated (Report No. 28476).

D. Acute Inhalation Toxicity

6.

10.

The acute inhalation toxicity of two GUTHION 1 1b/gal E.C., one with
emulsifier and one without emulsifier, was studied on adult male rats.
The exposure time was 60 minutes. The LC5 was V3000 mgm for both
formulations (Report No. 27449). The resu?t of inhalation toxicity tests
on females at the same airborne concentrations for males show the females
to be more susceptible to both formulationms (Report No. 27498).

Female rats and mice were exposed to concentrations of 2000 and 20,000
mg GUTHION 2% Dust for 60 minutes. There were no symptoms or mortality
from the exposure (Report No. 27316).

A formulation of GUTHION 2 1b/gal S.C. (Foimula 11013 and Batch No.
9050085) and a GUTHION 2 1b/gal L.C. (Formula 11013 and Batch .. 9050090)
were both studied at concentrations of 2000 mgm to male mice and rats ’

- for 60 minute exposures. Both formulations resulted in the death of

more than 50% of the animals (Report No. 27346).

Groups of adult female rats were exposed to chamber concentrations of
10, 25, or 50 mgm GUTHION/1 for 60 minutes a day for 5 or 10 days. Ouly
the group exposed at 50 mgm/1 for 10 days demonstrated cholinesterase
depression (Report No. 26254).

4 study was conducted where groups of male and female rats were exposed

to 2000 or 5000 mgm/l of GUTHION 62.5% W.P. for 60 minutes. There were

no symptoms or deaths following exposure to concentrations of 2000 mgm/l.
Three out of four female rats exposed to concentrations of 5000 mgm/1 died.
The remainder of the animals exposed to this concentration remained
asymptomatic throughout the study (Report No. 28735).

§46¢000
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Antidotes

1.

Atropine is an effective antidote for GUTHION intoxication (Reports Nos.
987, 29454, and 27089). When 50 mg 2-PAM was administered prior to
GUTHION, the 2-PAM provided complete protection from one LD., of
GCUTHION and the protection was slightly enmhanced by atroping (Report No.
5724). 1In another study 2-PAM increased the antidotal effects of
atropine (Report No. 27759).

Potentiation Studies

1.

In one study potentiation of toxicity occurred when GUTHION was administered
simultaneously with Ethion (Report No. 10320). In a second study GUTHION
and Ethion did not potentiate the toxicity of each other (Report No. 27985).

In a series of studies, potentiation of toxicity did not occur when
GUTHION was given simultaneously with a series of anticholinesterase
compounds (Reports Nos. 7880, 12299, 12300, 15983, 15990, and 24673).

General Pharmacology

ll

2.

A study was conducted where the acute toxicity of a number of organic-
phosphorus compounds was measured in normal rats and mice. The same group of
compounds were studied in rats and mice which had undergone induction of
hepatic microsomal enzymes by dosing with phenobarbital. The toxicity of
GUTHION was nearly the same in both groups of mice. The intraperitoneal
LD, of GUTHION was 8.7 mg/kg in the control rats and 11.4 mg/kg in the

rags that underwent enzyme induction (Report MNo. 24413).

Technical grade GUTHION is a poor inhibitor of mammalian, avian or fish
brain cholinesterase. The oxygen analogue is a potent inhibitor. It

is interesting to note that avian brain cholinesterase is more refractile
than mammalian brain cholinesterase to depression by the oxygen analogue
(Report No. 23311). The acute oral LDS of CUTHION to chickens varies from
100 to 275 mg/kg (Reports Nos. 16263 ang 19324).

A copy of Report No. 29454 is included to complete the file on the
toxicology of GUTHION. This is the published work of Dr. K. P. DuBois..
The results of the studies reported in this paper are included in various
other reports by Dr. DuBois (Report No. 29454) .

Human Toxicity

.ll

Human oral cholinesterase "no _Ifect' dose studies are in progress. In
these studies five individuals are used as test subjects while two serve
as controls. Plasma and erythrocyte cholinesterase is measured tvice weekly
and during an approximately four-week treatment period. The following
doses were orally administered to human volunteers: 1, 1.5, 2, 2.5, 3,
3.5, 4, 4.5, 6, 8, 9, 10, and 12 mg/day. There was no cholinesterase
depression found at any of the dose levels studied (Reports Nos. 23386
and 25553).
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